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Description

Acalabrutinib is an orally active, irreversible, and highly selective BTK inhibitor, with an IC50 of 3 nM and

EC50 of 8 nM.

IC50 & Target

IC50: 3 nM (BTK in CD69 B cell)[2]

In Vitro

Acalabrutinib inhibits tyrosine phosphorylation of downstream targets of ERK, IKB, and AKT, in the in vitro

signaling assay on primary human CLL cells[2].

In Vivo

In the human CLL NSG xenograft model, acalabrutinib demonstrates on-target effects including decreased
phosphorylation of PLCy2, ERK and significant inhibition of CLL cell proliferation. Acalabrutinib significantly
decreases tumor burden in the spleen of the mice. In the TCL1 adoptive transfer model, acalabrutinib
treatment decreases phosphorylation of BTK, PLCy2 and S6. Most notably, acalabrutinib results in a
significant increase in survival compared to mice receiving vehicle[1]. Acalabrutinib (100 mg twice per day)
assessed for thrombus formation at injured arterioles of the mice, exhibits more selective for inhibiting BTK

and has virtually no inhibition of platelet activity[2].

Solvent&Solubility

In Vitro:
DMSO : 2125 mg/mL (268.52 mM)
H,0 : < 0.1 mg/mL (insoluble)

* ">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1482 mL 10.7409 mL 21.4818 mL
Stock Solutions 5mM 0.4296 mL 2.1482 mL 4.2964 mL
10 mM 0.2148 mL 1.0741 mL 2.1482 mL
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VI KPR IR R): - 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: 2 2.25 mg/mL (4.83 mM); Clear solution
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Solubility: 2 2.25 mg/mL (4.83 mM); Clear solution

W7 ZEATER4G 2 2.25 mg/mL (4.83 mM, MIAITEEARN) ISR, S BANE A TR A e RS A BLE
S .

PL1mL TARMBCNM, HU 100 pL 22.5 mg/mL (3% DMSO fif & im®] 900 uL EKudr, BA5.

References

[1]. Herman SE, et al. The Bruton's tyrosine kinase (BTK) inhibitor acalabrutinib demonstrates potent

on-target effects and efficacy in two mouse models of chronic lymphocytic leukemia. Clin Cancer Res.

2016 Nov 30

[2]. Wu J, et al. Acalabrutinib (ACP-196): a selective second-generation BTK inhibitor. J Hematol Oncol.

2016 Mar 9;9:21




